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CLAIMS 

What is claimed is: 

1 . A method of selectively acylating a compound comprising at least a first and 
second secondary hydroxyl groups, the method comprising the steps of 

(a) providing a solution of the compound in a solvent; and 

(b) contacting the solution with a hindered base and an acylating agent thereby to 
selectively acylate the first or secondary hydroxyl group. 

2. The method of claim 1 wherein the compound is a taxane molecule, 

3. The method of claim 1, wherein the acylating agent is an acid halide. 

4. The method of claim 1, wherein the acid halide is an acid chloride. 

5. The method of claim 1 wherein the acid halide is selected from the group consisting 
of benzoyl halide, tigloyl halide, hexanoyl halide, butyryl halide, 2-methylbutyryl halide, 
phenylacetyl halide, furoyl halide, and /erf-butyl haloformate. , 

6. The method of claim 1 wherein the hindered base is a pyridine derivative or a 
trialkylamine. 

7. The method of claim 5, wherein the trialkylamine is N-ethyldicyclohexylamine or 
N,N-diisopropylethylamine. 

8. The method of claim 4 wherein the pyridine derivative is selected from the group 
consisting of 2,6-lutidine, and 2,4,6-collidine. 

9. A method of selectively acylating a hydroxyl group located at a C-2' position of a 
taxane molecule having an unprotected hydroxyl group located at a C-7 position, the 
method comprising the steps of: 

(a) providing a solution comprising a taxane molecule in an organic solvent; and 

(b) contacting the solution with a hindered base and an acylating agent hereby to 
selectively acylate the hydroxyl group located at the C-2' position. 

10. The method of claim 9, wherein the acylating agent is an acid halide. 

11. The method of claim 9 wherein the acid halide is an acid chloride. 

12. The method of claim 1 1 wherein the acid chloride is selected from the group 
consisting of benzoyl chloride, tigloyl chloride, hexanoyl chloride, butyryl chloride, 2- 
methylbutyryl chloride, phenylacetyl chloride, furoyl chloride, and tot-butyl 
chloroformate. 

13. The method of claim 12 wherein the acid chloride is benzoyl chloride. 

14. The method of claim 12 wherein the acid chloride is tigloyl chloride. 
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15 ^^^U^toUnM^^^*^ 
tnalkylamine. 

16. ^^^lS^^^^^ kmM ^ ' 
cons 1S taigof2,6-lutidine >a nd2,4,6-collidin e . 

IX Themethodof claim ISwherein the tnalkylamine is ^-ethyldicyolohexylanune or 
iW-dusopropyle%lamine. 

18. ^^odofclaimPwhereintheorganicsoIventistetnhydrofuran 

19. ^^^9^^^^.^^^ 
at a concentration of at least about 1 5% by weight. 

22. ^^«d*9i^ m ^ aB ^ m ^ Aaat 
temperature. 

23. The method of c ,ai m 9 wherein each of the hindered base and the acid halide axe 

24. The method of claim 9, wherein the taxane molecule has the formula- 




wherein 

Ri is hydrogen; 



is hydrogen, an acyl group or a hydroxyl protecting group; 
is an acetate group; 
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R 7 is hydrogen, an alkyl group, an aryl group, an ester group, an ether group, a 
glycoside group, an oxo- group, or a hydroxy! protecting group; 
Rio is hydrogen; and 

Rx is an amino group, a salt of an amino group, or an amino group that is protected 
with an amino protecting group. 

25. The method of claim 24 wherein Rx is N=CHRc or -NHC(0)R„, wherein Rc is an 
alkyl group, an aryl group, an arylalkyl group, an vinyl group, or an ether group; and K is an 
alkyl group, an aryl group, an arytalkyl group, a vinyl group, or an ether group. 

26. The method of claim 25 wherein Rc is selected from the group consisting of 
phenyl, 1-methyH-propenyl, n-pentyl, propyl, 1-methyl-propyl, benzyl, and 2-furanyl. 

27. The method of claim 25 wherein RN is selected from the group consisting of 
phenyl; 1-methyl-l-propenyl, n-pentyl, propyl, I-methyl-propyl, benzyl, 2-furanyl, and tert- 
butoxy. 

28. A method of selectively acylating a taxane molecule, the method comprising the 
steps of 

(a) providing a solution of tetrahydrofuran and a taxane molecule having the 
formula: 




wherein 
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Ri is hydrogen; 
R2 is a benzoyl group; 
R4 is an acetate group; 
R7 is hydrogen; 

Rio is hydrogen or an acetate group; and 

Rx is N=CHRc or -NHC(0)Rn, wherein Rc is an alkyl group, an aryl group, an 
arylalkyl group, an vinyl group, or an ether group; and R n is an alkyl group, an aryl group, an 
arylalkyl grqup, a vinyl group, or an ether group; and 

(b) adding 2,6-lutidine orWethyldicyclohexylamine and an acid chloride to the 
solution thereby to selectively acylate the hydroxyl group located at the C-2' position. 

29. The method of claim 28 wherein R I0 is hydrogen. 

30. The method of claim 28 wherein Rio is an acetate group. 

31. The method of claim 29 wherein Rx is N=CHRc, and Rc is selected from the group 
consisting of phenyl, 1-methyl-l-propenyl, n-pentyl, propyl, 1-methyl-propyl, benzyl; 2- 
foranyl, and tert-butoxy. 

32. The method of claim 29 wherein Rx is -NHC(0)Rn, and R„ is selected from the 
group consisting of phenyl, 1-methyl-l-propenyl, n-pentyl, propyl, 1-methyl-propyl, 
benzyl, 2-furanyl, and terf-butoxy. 

33. The method of claim 30 wherein Rx is -N=CHRc and Rn is selected from the group 
consisting of phenyl, 1-methyU-propenyl, n-pentyl, propyl, 1-methyl-propyl, benzyl, 2- 
furanyl, and terf-butoxy. 

34. The method of claim 30 wherein Rx is -NHC(0) RN, and RN is selected from the 
group consisting of phenyl, 1-methyl-l-propenyl, n-pentyl, propyl, 1-methyl-propyl, benzyl, 
2-furanyl, and tert-butoxy. 

35. The method of claim 3 1 wherein the acid chloride is selected from the group 
consisting of benzoyl chloride, tigloyl chloride, hexanoyl chloride, butyryl chloride, 2- 
methylbutyryl chloride, phenylacetyl chloride, furoyl chloride, and tert-butyl 
chloroformate. 

36. The method of claim 32 wherein the acid chloride is selected from the group 
consisting of benzoyl chloride, tigloyl chloride, hexanoyl chloride, butyryl chloride, 2- 
methylbutyryl chloride, phenylacetyl chloride, furoyl chloride, and tert-butyl 
chloroformate. 

33 

SUBSTITUTE SHEET (RULE 26) 



WO 03/087078 



PCT7US03/10556 



37. The method of claim 33 wherein the acid chloride is selected from the group 
consisting of benzoyl chloride, tigloyl chloride, hexanoyl chloride, butyryl chloride, 2- 
methylbutyryl chloride, phenylacetyl chloride, furoyl chloride, and ter/-butyl 
chloroformate. 

38. The method of claim 34 wherein the acid chloride is selected from the group 
consisting of benzoyl chloride, tigloyl chloride, hexanoyl chloride, butyryl chloride, 2- 
methylbutyryl chloride, phenylacetyl chloride, furoyl chloride, and ter/-butyl 
chloroformate. 

39. The method of claim 28 wherein Rjo is an acetate group, Rx is -NHC(0) R„, wherein 
Rn is phenyl, and the acid chloride is benzoyl chloride. 

40. The method of claim 28 wherein Rio is an acetate group, Rx is -NHC(0) R n > wherein 
Rn is 1-methyl- 1-propenyl, and the acid chloride is benzoyl chloride. 

41 . The method of claim 28 wherein Roio is an acetate group, Rx is -NHC(0) Ro, wherein 
Rn, wherein R n is n-pentyi, and the acid chloride is benzoyl chloride. 

42. The method of claims 1,9, or 28 further comprising the step of crystallizing the 
acylated compound with at least one solubilizing solvent and optionally at least one anti- 
solvent 

43. The method of claim 42, wherein the solvent is a halogenated hydrocarbon. 

44. The method of claim 42, wherein the solubilitzing solvent is selected fonn the group 
consisting of acetone, methyl text-butyl ether, triflourotoluene or THF. 

45. The method of claim 42, wherein the solubilizing solvent is methylene chloride. 

46. The method of claim 42, wherein the solvent is methylene chloride and the antisolvent 
is hexane. 

47. The method of claim 42, wherein the antisolvent is a hydrocarbon alkane. 
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